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Key Findings
	— This analysis of Trop-2 expression 

in archival tumor samples collected 
from patients enrolled in TROPHY-U-01 
showed that Trop-2 is highly expressed 
in UC

	— No difference in ORR was observed  
with different Trop-2 expression 
(median/tertiles)

	— PFS and OS for patients above and 
below Trop-2 median (or by tertile 
cut) were comparable within each 
cohort, using H-scores or percentage 
membrane positivity

Conclusions
	— This analysis demonstrated efficacy 

benefit with SG alone or in combination 
with pembrolizumab in mUC, regardless  
of Trop-2 expression

	— Additional studies are ongoing to 
confirm our findings in other datasets

—  �TROPHY-U-01 study is currently 
enrolling patients in C4-6 in first-line 
therapy 

—  �The phase 3 TROPiCS-04 study has 
completed accrual and the results  
are pending
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Background
	— Patients with locally advanced (LA) or metastatic urothelial cancer (mUC) who progress 

after platinum (PT)-based and checkpoint inhibitor (CPI) therapies have limited 
therapeutic options and an overall poor prognosis, emphasizing the need for new 
treatments1,2

	— Human trophoblast cell surface antigen 2 (Trop-2) is a 40-kDa transmembrane glycoprotein 
encoded by the TACSTD2 gene and is widely expressed in UC, representing a suitable 
target for treatment with an anti–Trop-2 antibody3

	— Sacituzumab govitecan (SG) is an antibody-drug conjugate composed of an antibody 
targeting Trop-2 coupled to cytotoxic SN-38 payload through a hydrolysable linker  
(Figure 1)4-7

	— SG received an accelerated US FDA approval for patients with unresectable, LA or mUC 
who had previously received PT therapy and a CPI based on the pivotal TROPHY-U-01 
phase 2 study7-10:

	— Cohort 1 (C1; 113 patients with mUC who had progressed after PT-based therapy 
and CPI) had a 27% objective response rate (ORR); Cohort 2 (C2; 38 patients with 
mUC who were ineligible for PT-based therapy and progressed after CPI therapy)  
had a 32% ORR; and Cohort 3 (C3; 41 patients with mUC who progressed after 
PT‑based therapy) had a 41% ORR

Results
Patients

	— At data cutoff, 192 patients were enrolled in C1-C3
	— 144 (75%) patients had tumor tissue samples evaluable for Trop-2 testing

	— 139 (72%) patients were evaluable for efficacy analysis based on Trop-2 expression 
	— Baseline characteristics for patients with Trop-2 data were consistent with the overall population 

Trop-2 expression
	— Trop-2 was highly expressed in tumor tissue samples from patients enrolled in the TROPHY study, in line with 

published data5 (Figure 2)

	— Median Trop-2 H-score and percentage of Trop-2 membrane–positive tumor cells for evaluable patient samples 
were 215 (180-247) and 92% (75-98), respectively 

	— These readouts were highly correlated (ρ = 0.82, P < .0001). Correlations with efficacy were therefore only 
performed using H-scores

Objective
	— The objective of this analysis was to evaluate the potential impact of Trop-2 expression 

on efficacy outcomes in patients treated with SG in C1-3 of the TROPHY-U-01 study

Methods
	— Patients received SG (10 mg/kg intravenous) on day 1 and day 8 of 21-day cycles; C3 

patients also received pembrolizumab (200 mg) on day 1 of 21-day cycles. The primary 
end point was ORR by independent review. For details on the clinical study, refer to 
previous publications8-10

	— Archival tumor samples collected at enrollment were assessed for Trop-2 protein 
expression using the SP295 anti–Trop-2 antibody immunohistochemistry (IHC; Roche 
Tissue Services) assay with assessment by:

	— Histological scores (H‑scores; scale, 0‑300) 

	— Percentage of membrane-positive tumor cells (4× magnification)
	— Trop-2 association with clinical end points was evaluated using unstratified Cox 

proportional hazards models for survival data and logistic regression for ORR
	— ORR was calculated by adding complete response and partial response (CR + PR) 

and dividing by the number of evaluable patients
	— For progression-free survival (PFS) and overall survival (OS), Trop-2 data are displayed 

either as above/below median or by tertiles. Tertiles were determined by placing a similar 
number of patients in each tertile of Trop-2 expression using C1-3. Tertile categories are 
reported for C1 only, due to small sample sizes in C2 and C3

Linker for SN-38
• pH-sensitive, hydrolyzable 
 linker for SN-38 release in 
 targeted tumor cells and 
 tumor microenvironment, 
 allowing bystander effect
• High drug-to-antibody 
 ratio (7.6:1)

Internalization and 
enzymatic cleavage 
by tumor cell not 
required for SN-38 
liberation from antibody

SN-38 payload
• SN-38 more potent than 
 parent compound, 
 irinotecan (topoisomerase 
 I inhibitor)
• SN-38 was chosen for 
 its moderate cytotoxicity 
 (with IC50 in the nanomolar 
 range), permitting delivery 
 in high quantity to the tumor

Humanized anti‒Trop-2 
antibody
• Directed toward Trop-2, 
 an epithelial antigen 
 expressed on many 
 solid cancers

Figure 1. Sacituzumab govitecan, antibody-drug conjugate3,7

IC50, half-maximal inhibitory concentration; Trop-2, trophoblast cell surface antigen 2.
Adapted from Rugo HS, et al. TROPiCS-02: a phase III study investigating sacituzumab govitecan in the treatment of HR+/HER2- metastatic breast cancer. Future Oncol. 
2020;16:705-715. Complete licensing info can be found here: http://creativecommons.org/licenses/by-nc-nd/4.0/.

No association between overall response rate (ORR) and Trop-2 expression
	— ORR was not associated with Trop-2 expression, and response to SG was observed across all Trop-2 expression 

groups (Table 1)

PFS and OS in C1-3 by Trop-2 H-score (median and tertile cut)
	— There was no statistically significant relationship between Trop-2 and PFS, regardless of how Trop-2 was 

categorized (Figure 3)

	— There was no statistically significant relationship between Trop-2 and OS, regardless of how Trop-2 was 
categorized (Figure 4)

Table 1. ORR in C1-3 by Trop-2 H-score (above vs below median)
≤ Median (0-215) > Median (216-300) Unadjusted (> med vs ≤ med)

N CR + PR (%) SD + PD (%) CR + PR (%) SD+  PD (%) OR (95%CI) P value
C1 87 12/42 (29) 30/42 (71) 16/45 (36) 29/45 (64) 1.38 (0.56-3.41) .49
C2 16 3/8 (37.5) 5/8 (62.5) 3/8 (37.5) 5/8 (62.5) 1.00 (0.13-7.57) 1.00
C3 36 10/21 (48) 11/21 (52) 6/15 (40) 9/15 (60) 0.73 (0.19-2.81) .65

C, Cohort; CI, confidence interval; CR, complete response; H-score, histological score; med, median; OR, odds ratio; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease;  
Trop-2, human trophoblast cell surface antigen 2.

Figure 2. Trop-2 H-score in C1-3 (A), percent Trop-2 membrane–positive tumor 
cells (B), correlation of both scoring metrices (C), examples for Trop-2 IHC images 
with corresponding H&E (D)
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Figure 3. KM estimates of PFS by median Trop-2 H-scores in C1 (A), C2 (B), C3 (C), and by tertiles 
(Trop-2 H-scores) in C1 (D)

C, Cohort; H-score, histological score; KM, Kaplan-Meier; PFS, progression-free survival; T, tertile; Trop-2, human trophoblast cell surface antigen 2.
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Figure 4. KM estimates of OS by median Trop-2 H-scores in C1 (A), C2 (B), C3 (C), and by tertiles 
(Trop-2 H-scores) in C1 (D)

C, Cohort; H-score, histological score; KM, Kaplan-Meier; OS, overall survival; T, tertile; Trop-2, human trophoblast cell surface antigen 2.
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C, Cohort; H-score, histological score; H&E, hematoxylin and eosin; IHC, immunohistochemistry; Trop-2, trophoblast cell surface antigen 2.


